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DETAILED ACTION 

1 . After review and reconsideration, the finality of the Office action of February 23, 2005 
has been withdrawn. 

2. Claims 33, 34, 37-39, 41 and 42 have been amended. Claims 33-42 are pending and 
under consideration. 

3. Sections of Title 35, U.S. code not found in this action, can be found in a previous action. 

4. Claims 40 and 42 are rejected under 35 U.S.C 1 12, second paragraph, as being indefinite 
for failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention. 

The recitation of "the compound" in claim 40 lacks antecedent basis within the claim. 

The recitation of "similar to" in claim 42 is vague and indefinite. Similarity is a relative 
term because it is interpreted differently by practitioners of the art. Therefore, without a precise 
definition in the specification or precise limitations within the claim, one of skill in the art would 
not know the cut off point where a level of E-cadherin is considered by applicant to be similar or 
not similar to a cell not treated with BQ788. 

5. Claims 33, 37, 39-42 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Kikuchi et al (Biochemical and Biophysical Research Communications, 1996, Vol. 219, pp. 734- 
739, reference of the IDS filed February 8, 2001) in view of Vournakis et al (U.S. 6,063,91 1, 
cited in a previous Office action). 

Claim 33 is drawn in part to a method of inhibiting the progression of melanoma 
comprising administering to a patient in need thereof a compound that is an endothelin B 
receptor specific antagonist. Claim 37 embodies the method of claim 33 wherein said specific 
antagonist is selected from a group that includes a peptide inhibitor. 

Claim 39 is drawn in part to a method of inhibiting the progression of melanoma 
comprising administering to a patient in need thereof a compound that is an endothelin B 
receptor antagonist, wherein said antagonist is selected from a group that include a peptide 
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inhibitor. Claim 40 embodies the method of claim 39 wherein the usefulness of said ETB of said 
specific antagonist is evaluated by an in vitro assay comprising contacting a cell expressing ETB 
and E-cadherin with endothelin and the antagonist and determining the level of E-cadherin 
expression, wherein if the level of E-cadherin expression is increased relative to the level of E- 
cadherin the absence of the antagonist, said antagonist has usefulness for the treatment of 
melanoma. 

Claim 41 is drawn in part to a method of inhibiting the progression of melanoma 
comprising administering to a patient in need thereof an ETB specific antagonist selected from a 
group including BQ788. 

Claim 42 is drawn in part to a method for inhibiting the progression of melanoma 
comprising administering to a patient a compound that prevents the down regulation of E- 
^cadherin in a melanocyte-related cell, wherein said compound is a ETB specific antagonist 
selected from a group including a peptide inhibitor, wherein said melanocyte-related cell treated 
with said specific antagonist has a level of E-cadherin similar to a second melanocyte-related cell 
treated with BQ788, as evaluated by an in vitro assay with BQ788. 

Vournakis et al teach a method of treating cancers comprising the administration of an 
endothelin agonist in combination with poly-N-acetylglucosamine (column 1, lines 15-30). 
Vournakis et al teach that melanoma is one of the few tumors to express ETB receptor that have 
an affinity for all three isoforms of endothelin and that said ETB receptors are expressed in 
primary and recurrent melanoma but the expression of ETB is decreased in metastatic melanoma 
(column 2, lines 46-53). Vournakis et al teach that the ETA antagonist, Ro61, inhibited 
melanoma proliferation in vitro (column 4, lines 45-46), and that that Ro61 is a non-specific 
inhibitor of both endothelin receptors, ETA and ETB (column 3, lines 44-46). Vournakis et al 
teach that the endothelin antagonist of BQ788 is included with the endothelin antagonists in the 
compositions of the invention (column 17, lines 9-19). Vournakis et al teach that a target for the 
poly-N-acetylglucosamine compositions of the invention is the skin (column 22, lines 59-61). 
Vournakis et al teach that poly-N-acetylglucosamine in combination with Ro61 delayed the 
death of mice carrying transplanted B16 melanoma cells and caused the complete regression of 
the melanoma cells in 33% of the animals after tumor injection (column 32, lines 32-41). 
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Vournakis et al to not teach the treatment of melanoma with poly-N-acetylglucosamine and the 
ETB specific antagonist of BQ788. 

Kikuchi et al teach the inhibition of proliferation in primary melanoma cell lines by 
BQ788 (page 735 to 736, bridging sentence. Kikuchi et al teach that levels of the ETB receptor 
are decreased in metastatic melanoma cell lines (Table 2). 

It would have been prima facie obvious at the time the invention was made to combine 
the ETB antagonist of BQ788 with poly-N-acetylglucosamine for the treatment of primary 
melanoma. One of skill in the art would have been motivated to do so by the teachings Kikuchi 
et al on the inhibition of primary melanoma cells lines by BQ788 and the teachings of Vournakis 
on targeting the poly-N-acetylglucosamine/ endothelin receptor antagonists to the skin, as well as 
the demonstration by Vournakis et al that Ro61 which is an antagonist for either the ETA or ETB 
receptor was able to inhibit the proliferation of melanoma cells. One of skill in the art would 
understand that the Ro61 antagonist could act through either the ETB or ETA receptors, and 
therefore in light of the teachings of Kikuchi et al would understand that ETB could be 
substituted for Ro61 in the poly-N-acetylglucosamine composition for the treatment of 
melanoma in a patient in need thereof. Claims 40 and 42 are included in this rejection because 
they require a specific antagonist of ETB selected by an in vitro assay. The selection of the 
antagonists by said in vitro assay is a product by process claim. Such a clam will be satisfied by 
the use of an antagonist that has the same structural and functional characteristics as an 
antagonist selected by the recited process. Accordingly, BQ788 will satisfy the structural and 
functional properties of a useful antagonists selected by the in vitro assays. 

6. Claims 33-42 are rejected under 35 U.S.C. 1 12, first paragraph, because the specification, 
while being enabling for a method of inhibiting the development or progression of melanoma 
comprising administering to a patient in need thereof a compound that is an endothelin B 
receptor specific antagonists, does not reasonably provide enablement for a method of preventing 
the initiation of melanoma comprising administering to a patient in need thereof a compound that 
is an endothelin B receptor specific antagonists.. The specification does not enable any person 
skilled in the art to which it pertains, or with which it is most nearly connected, to make and use 
the invention commensurate in scope with these claims.. 
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Claims 33, 37 and 39-42 are drawn in part to a method of inhibiting the development of 
melanoma comprising administering to a patient in need thereof a compound that is an 
endothelin B receptor specific antagonist. When given the broadest reasonable interpretation, the 
"development" of melanoma reads on the initiation of a non-malignant melanocyte which will 
progress to melanoma. Claims 34-36 and 38 are drawn to inhibiting the development of a 
melanocyte or melanocyte-related cell into melanoma. The claims clearly encompass the 
prevention of melanoma in a patient that is free of melanoma. Thus, the claims require that the 
administration of the ETB specific antagonist be given to said patient before melanoma occurs. 
The specification fails to teach how to determine which individuals will develop melanoma, 
where the melanoma will occur and the proper time at which to commence the prophylactic 
treatment. Further, the art teaches that the initiation of cancer is a mutational event (the abstract 
of Ramel et al, Environmental Science Research, 1984, Vol. 41, pp. 97-1 12). The specification 
teaches that ETB receptor antagonists inhibit the early events associated with melanoma 
development. However, the specification does not teach how to use the instant methods to 
inhibit the initiation of melanoma, because there is no nexus between the administration of the 
ETB antagonists and the prevention or reversal of a mutational event such that the primary 
initiation event in melanoma is prevented. Further, the specification does not teach how to 
identify a "patient in need thereof 5 wherein said patient is treated with the ETB antagonists 
before the mutational event that leads to initiation of melanoma, because said patients would be 
without atypical lesions because initiation, by definition, precedes progression. 

7. Claims 33-42 are rejected under 35 U.S.C. 1 12, first paragraph, as failing to comply with 
the written description requirement. The claim(s) contains subject matter which was not 
described in the specification in such a way as to reasonably convey to one skilled in the relevant 
art that the inventor(s), at the time the application was filed, had possession of the claimed 
invention. . 

Claims 33, 37 and 39-42 are drawn in part to a method of inhibiting the development of 
melanoma comprising administering to a patient in need thereof a compound that is an 
endothelin B receptor specific antagonist. When given the broadest reasonable interpretation, the 
"development" of melanoma reads on the initiation of a non-malignant melanocyte which will 
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progress to melanoma. Claims 34-36 and 38 are drawn to inhibiting the development of a 
melanocyte or melanocyte-related cell into melanoma. The claims clearly encompass the 
prevention of melanoma in a patient that is free of melanoma. The art teaches that the initiation 
of cancer is a mutational event (the abstract of Ramel et al, Environmental Science Research, 
1984, Vol. 41, pp. 97-1 12). The specification teaches that ETB receptor antagonists inhibit the 
early events associated with melanoma development. However, there is no mechanistic nexus 
between inhibiting ET-1 activity at the ETB receptor and preventing a mutational event such that 
the primary initiation event in melanoma is prevented. One of skill in the art, upon reading of 
the originally filed specification would reasonably conclude that applicant was not in possession 
of a method of preventing melanoma initiation. 

8. All other rejections and objections as set forth or maintained in the previous Office action 
are withdrawn. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Karen A. Canella whose telephone number is (571)272-0828. 
The examiner can normally be reached on 1 1 am to 10 pm, except Wed, Fri. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Larry Helms can be reached on (571)272-0832. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 



Karen A. Canella, Ph.D. 
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